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U.S. sir 



srialNo.: 10/667,151 
GrouplArt Unit 1611 
Examiner Charlesworth Rae 

PRE-ipPEAL BRIEF REQUEST FOR REVIEW PTO-SB-33 

3 

Reasons for requesting pre-appeUate review: 

1 



The Qaim Rejections Under 35 ILS.C. S103(a) are Erroneous 

j Claims 1-13, 19-21, and 38-39 are rejected under 35 U.S.C, 103(a) as being 
unpatentable over Gentz et ah (US Patent 6,869,927 Bl, "Gentz"). Claims 14-18 are rejected 
under 35 U,S.C. 103(a) as being unpatentable over Gentz in view of Flacke et ah {Circulation^ 
2001),jand in view of Glajch et ah (US Patent 5,147,631, "Glajch"). 

| The rejections under 35 U.S.C. §103(a) are erroneous. 

|fhe Examiner's reasoning does not meet the burden of establishing a prima facie case of 
obviousness. To establish a prima facie case of obviousness, three basic criteria must be met 
First, tiere must be some suggestion or motivation, either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art, to modify the reference or to 
combirje reference teachings. Second, there must be a reasonable expectation of success. 

Finally^ the prior art reference (or references when combined) must teach or suggest off the 

i 

claimed features, either explicitly or inherently. In addition, the teaching or suggestion to make 
the clatoed combination and the reasonable expectation of success must both be found in the 
prior aijt, not in Applicant's disclosure. In re Vaeck 7 947 F.2d 488, 20 USPQ2d 1438 (Fed. Cir. 
1991). j 

jApplicants state that Gentz et al. fails to teach all of the claimed elements of the present 
invention, either explicitly or inherently. The invention of claim 1 is directed to an injectable 
formulation comprising: (a) a chemical ablation agent in an amount effective to cause tissue 
necrose, and (b) a biodisintegrable viscosity adjusting agent in an amount effective to render 
the formulation highly viscous, wherein said injectable formulation is a sterile injectable 

formulation. 

i 

feentz et al. does not teach a chemical ablation agent in an amount effective to cause 
tissue necrosis, as claimed. Indeed, the words "ablation," "necrosis" or "cell death" do not 
appear jpiywhere in Gentz et al. There is simply no disclosure of chemical ablation agents or any 
agents that cause tissue necrosis. Without such explicit teaching, the Examiner appears to be 
asserting that Gentz et al. teaches this element inherently. According to the Examiner's 

I. 

5 
* 

j 1 
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U.S. Serial No.: 10/667,151 
GrouplArt Unit 1611 
Examiner Chariesworth Rae 

PRJE-/jPPEAL BRIEF REQUEST FOR REVIEW PTO-SB-33 

i 

argument, Gentz ct al, teaches sodium chloride and thus, ihe sodinm chloride inherently reads 
upon t|e claimed "chemical ablation agent in an amount effective to cause tissue necrosis/' 

5 Applicants respectfiilly disagree and state that inherency has not been shown. A holding 

i 

of inherency must flow as a necessary conclusion from the prior art, not simply a possible one. 
The fact that a certain result or characteristic may occur or be present in the prior art is not 
sufficient to establish the inherency of that result or characteristic* In re Rijckaert, 9 F.3d 1531, 
1534, 28 U.S.P.Q.2d 1955, 1957 (Fed Cir. 1993) (reversed rejection because inherency was 
based <jn what would result due to optimization of conditions, not what was necessarily present 
in the jjrior art); In re Oelrich, 666 F.2d 578, 581-82, 212 U.S.P.Q. 323, 326 (CCPA 1981). "To 
establish inherency, the extrinsic evidence 'must make clear that the missing descriptive matter 
is necessarily present in the thing described in the reference, and that it would be so recognized 
by persons of ordinary skill. Inherency, however, may not be established by probabilities or 
possibilities. The mere fact that a certain thing may result from a given set of circumstances is 
not suflpcient'" In re Robertson, 169 F.3d 743, 745, 49 U.S.P.Q.2d 1949, 1950-51 (Fed. Cir. 

1 999) (citations omitted); MPEP 21 12 IV. 

•i 

|Thus, the fact that the Examiner believes that the sodium chloride of Gentz et at may 
result iu the claimed "chemical ablation agent in an amount effective to cause tissue necrosis" is 
insufficient to establish inherency. This is doubly true since the sodium chloride-containing 
formulations of Gentz et al. are expressly not for promoting cell necrosis and tissue ablation. 
To the contrary, Gentz et al. teaches adding NaCl to formulations that promote tissue growth 
not tissije necrosis. For instance, Gentz et al. discloses "formulations... to promote or accelerate 
soft tissue growth or regeneration, for example in wound healing" (col. 2, lines 14- 
I6)(emjjhasis added) and such formulations can include "AfoC7, glycine, sucrose or mannitoi, or 
combinations thereof, as a tonicifier at a concentration of from about OmM to about 1 50 mM." 
(col. 4, fnes 33-36)(emphasis added). 

The Examiner's assumption that the formulations of Gentz et al. inherently teach 
chemical ablation is contrary to the basic teaching of Gentz et al., which discloses formulations 
for "so/$tissue growth and regeneration" (col. 2, lines 2-3)(emphasi s added). Rather than 
reading kpon the claimed chemical ablation agent, the disclosure of Gentz et al. would teach 
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U.S. Serial No.: 10/667,151 
Group Art Unit 1611 
Examiner Charlesworth Rae 

PRE-AljpEAL BRIEF REQUEST FOR REVIEW PTO-SB-33 

away oik of skill in the art from taking the tissue growth supporting NaCl formulation of Gentz 
et al. to produce the tissue necrotizing formulation of the claimed invention. The Examiner has 
simply ibt shown otherwise. 

Instead of offering evidence, the Examiner states that "sodium chloride of about 150 
mM is reasonably construed to serve as a chemical ablation agent in [an] amount effective to 
cause tissue necrosis and to reasonably serve as a biodisintegrable viscosity adjusting agent m 
an amount effective to render the formulation highly viscous." Even if it were assumed that 
sodium chloride of about 150 mM is of sufficient concentration to cause tissue necrosis, 
Applicants respectfully state that the formulations of Gentz et al. would appear to not be 1 50 

i 

mM Naifcl, as alleged by the Examiner, but rather, are "isotonic 57 (col. 7, line 61). For example, 

j 

although several of the examples disclose using "125 nM NaCl " as one of the ingredients in the 
formulations, it is clear upon close inspection that the NaCl is then diluted with other 
components. For instance, Gentz et al. discloses that "the lyophilized KGF-2 polypeptide 

formulations are reconstituted in sterile water so as to maintain isotonic conditions of about 290 

t 

mO$m.|(coh 7, lines 47-6l)(emphasis added). Another example teaches taking 125 nM NaCl, 

and mbang it with other components, including "water as diluent." (col. 6, line 19). 

i 

jj^s would be appreciated by one of ordinary skill in the art, an isotonic NaCl solution 

would riot cause tissue necrosis since one of skill would appreciate that an isotonic solution 

i ■ 

would hkve the salinity of normal bodily fluids. Thus, Gentz et al- fails to teach or suggest the 

I 

clmme$chemical ablation agent in an amount effective to cause tissue necrosis. Thus, 
Applicants submit that inherency has not been shown and respectfully requests that the 
Examink reconsider and withdraw the rejection under 35 U.S.C. 102(b). 

i 

In addition, given that Gentz et al. is directed to formulations for soft-tissue healing, 
Applicants state that one of ordinary skill in the art would have no motivation to modify the 
formulations of Gentz et al. to arrive at the claimed invention. Rather, one of ordinary skill 
would t*e dissuaded from using such formulations to necrotize soft-tissue given the teachings of 

Gentz et al. Even if it were assumed that such motivation were to exist, Gentz et al. fails to teach 

j 

or suggest all of the claimed features. 



i 
\ 

A 

i 3 
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ILS. SeiialNo*: 10/667,151 
Group Art Unit 1611 
Examiner Charlesworth Rae 

PRE-APPEAL BRIEF REQUEST FOR REVIEW PTOSB-33 



The secondary references fail to remedy the deficiencies of Gentz et al. Neither Flacke 
or Glajqh teaches a chemical ablation agent in an amount effective to cause tissue necrosis. 
Flacke i/as cited for purportedly teaching MRI contrast agents and Glajch was cited for 
purportedly teaching ultrasound contrast agents. Neither reference teaches or mentions any of 
the elements of independent claim 1. As such, they do not help remove the basic infirmity of the 
primaryjreference in establishing a prima facie case of obviousness. Applicants also 
acknowledge that the Examiner has made of record and purportedly relied upon four other 
references: Maguire et al. (U.S. Pat. No. 6,652,515); Daellenbach (U.S. Pub. No. 2003/01631 II 
Al); Feng (U.S. Pub. No. 2005/0048132 Al); and Escandon et al. (U.S. Pub. No. 2003/0092689 
Al); however none of these four references were directly applied in a rejection of any of the 
claims s4 either a primary or secondary reference. 

In light of the above remarks, Applicants state that Examiner has erred in making his 
rejectioijs under 35 U.S.C. § 103(a). Applicants respectfully submit that claims 1-21 and 38-39 

are patentable over the cited references and states that the pre-appeal review board withdraw the 

if 

rejections and direct the issuance of a notice of allowance. 
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